INTRODUCTION {#sec1-1}
============

Many antipsychotic drugs block potassium repolarization channels, prolong the QTc interval, and increase the risk of ventricular tachyarrhythmias.\[[@ref1][@ref2]\] For possibly the first time in literature, we report clinically distressing ventricular premature contractions (VPCs) associated with iloperidone treatment.

CASE REPORT {#sec1-2}
===========

A 29-year-old male with a 9-month history of paranoid schizophrenia had failed to tolerate trials of risperidone (6 mg/day) with trihexyphenidyl (4 mg/day) and, later, olanzapine (10 mg/day); the former because of extrapyramidal symptoms, and the latter because of marked (12 kg) weight gain. He was therefore switched to iloperidone 2 mg/day. The dose was stepped up to 8 mg/day, and then to 16 mg/day. The antipsychotic response to iloperidone was good, but with dosing above 8 mg/day, he reported palpitations and breathlessness with symptoms present even at rest.

A physician diagnosed and counseled him for anxiety, apparently because his ECG was normal. However, 7 days later, progressive exacerbation of symptoms led him to visit a cardiologist. After investigations that included a 2D echocardiogram and color doppler study, VPCs were diagnosed. The frequency of the VPCs could not be determined because diagnosis was based on observation during 2D echocardiography and not on ECG. Iloperidone was abruptly withdrawn and replaced by asenapine 10 mg/day. There was relief from the palpitations and breathlessness within 2-3 days of discontinuation of iloperidone. The patient remains well on asenapine 10 mg/day, and is free from cardiac symptoms at a 2-month follow up.

DISCUSSION {#sec1-3}
==========

A PubMed search conducted on October 22, 2012, using the search terms 'iloperidone' and 'heart' identified only two hits. A preclinical study\[[@ref3]\] demonstrated that iloperidone delays cardiac repolarization. A review\[[@ref4]\] observed that no deaths or serious arrhythmias attributable to QTc prolongation had occurred in any of the iloperidone clinical trials. Another search, using the terms 'iloperidone' and 'arrhythmia', was not more helpful.

The Naranjo Adverse Drug Reaction (ADR) Probability Scale\[[@ref5]\] score was 5, indicating a probable relationship between iloperidone and VPCs. We suggest two important reasons why iloperidone was likely responsible for the VPCs. First, iloperidone not only inhibits cardiac repolarization\[[@ref3]\] but also potently blocks alpha 2c receptors;\[[@ref6]\] the latter pharmacodynamic action may have a cardiostimulatory effect, explaining the VPCs. Next, the onset and offset of VPCs were temporally related with the onset and offset of iloperidone treatment. In this context, we note that VPCs have been reported with other antipsychotics too, such as thioridazine\[[@ref7]\] and quetiapine.\[[@ref8]\] Interestingly, this patient received several different antipsychotics (risperidone, olanzapine, and asenapine) but experienced VPCs only with iloperidone.

We conclude that ventricular premature contractions may be an uncommon adverse effect of iloperidone, and that this adverse effect may be mediated by iloperidone-induced alpha 2c adrenoceptor blockade.
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